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A f h 9 8 fl*-c 

*#i"Sit«K«» L < «»tttttt©7 A* Jb. 7JU+J1/ 
TJU3+^. 7Jb3+->*;U^-;l/feb<B7^ 
;P£fcB£-NR l7 R l V - (0).-S0,-R l, t>L 
< B - S O , - N R" R ' 1 ©«£ 0 ft &ffft> 6©|5j-fc 

Jbfcitbl,. R 1 'RtfR ,, #R"RtfR 1, K:ttOt:±tt: 

R"#**4*toU R 1, fr^lS^-5ffl*'C 
0 < B»tt»«OTJ/^*«b U R 

"aP-tECR 14 ©***^. *»oa#©fc©4H— c 

*fcttffi»tt*». *LTR"aO'R"#UJE© 
R"RCfR"©SB»*WO. *oatO(>OiH- 

[0 03 6] [A] SSX. (II) 

[0037] 

HfclQ] 



40 

[0 03 5] <Dm*mt>L. CCKR"*ith-0*-> 
* a <v* > * * * i/ * fc B &mm* 5 if * r f 4 it 

, 'au : R ,i *si5i-fcL/<Btas^o 1 fro^i-Jk * 

m. S^^*M^4fi$-C?rWL / . *>oB^FtKo*-> 
*"C«fcSh"CI,»-CfcJ:t»a«lttfcl/<B^«ai«©7 
Jb^ )Vt tcO.7 VAft*t>r*». R' 1 #***«*> 0 . 



CO-V-X 



(n) 



[0038] R\ T. WVlJJbSCf** 
WU> R"B«-OR" ©a**t>U. CCCCR 4 ' B 
±fe©R'©SI!*?rWT*fr. **tt«*>3ftt>, ©{b 
^*^ffi!W*acF*3R©»aET«:r«ffi«:J:4ai 

fbT-c-na^ (in) 

R'-CO-CH^Y (III) 

SC*. R'BiieoSWc^rWL/. ■€ , l/"CYBf*i^WttjW 

h. WSL<B^*«:*t)r. ©{t^iai&SH*. 



(8) 
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13 

[B] V#7)l>ir-)l>%&t>t®<&. SAX (IV) 

[0039] 

Ht2 0] 



14 



(IV) 



[0 04 0]^*. r\ r\ trc;r"«±ib©si«c 

?TFCCfcH}SN-7n*;*^>W5 F£©J^KJ:9 10 

Has; (v) 

[004 1] 
U12 1 ] 
R, 



[0 04 2]5*tt>. R\ R\ TRtfR ,, tt_hSB©:gi* 

I) 

[0043] 
Hb2 2] 

J^A T A C0 _ R3 



(VI) 



[0 04 4] 5£#. R\ R 3 . trvr" aimvmm 
«««*RO'«S©??STf-fl9^ (VII) 



'V- ^CH a -Br 



(V) 



CO-R3 



(OR ,J ) ,P (O) -CH,- 
R"RO f R ,J «±IB©*W*WL/ > R ,J «C,~ * 

c,-r*****br. ©fk^ttisits*. iest©t 20 

FO+S/JUTOI (R 4 =H) fins««S(C 

cto^*u. ®© (r" = oh) ©*§£. x-ZT-frzm 
mmb. xz?)md%& (r ,o ^oh) ©it£. mzx 

HN-R J, R" (VIII) 
SC*. R ' ' RCKR 1 1 {J±iB©R ' . R». R^RO-R 11 © 

UMi, -e-LTR"SfjfR i4 «±ia©^«*wr 



CO-NR^R" (VII) 
SftfCi Oflfi«©^aT-ca^^T^n-^*fflt,irx 
*7-Mtb> ^UTTfFSa^MOTS F (RV 
RVR , = -CONR'R , /W=-CONR"R"/- 
C0NR 1J -S0,R 14 ) ©*§£. 5$ (VIII) ©T5> 
$/t«:5£ (IX) OXJb*>75> 
H-NR^-SO.R 1 * (IX) 

[0045] *»HCCj:43EFffi BWjt , a ^ C!)a 5( C j : f )8 | i 

[0046] 
Hb2 3] 




[0047] 



Ut2 4) 





[0 048] aSfti6«ttra£*fl=Tr»tl/ftC»-« 
JUV^A, StC>«7JU* »JS«Sfctt7^J& 'J ±£157 



75 > [ h 'JTJl** (C.MJ.) 7 5-/] WAtth »J 

[2.2.2] (DABCO) . 1 

*>^a [5.4.0] ^>7 r X-7-x> (DBU) . 
40 BTO'MiLttf K. y«A^W7 3 

F * fctt ^ ^ y ? £ a , e > £ fc« ^ ^ tr^ 

h 'J 0 A*fctt*©*»b««Jl»*JR<b^ h 'J * A£ 

fflc»aci3&«-c*s. RH*y5A, ^wj^^as 

[0050] SHRttHHK (III) <D{t£4fc 1 
JgiLri^l 0*Jk »$L<B1 ,0-2.1*JUD 

[005 1 ] SJ£«-«CC- 7 0- 1 0 0 "C % 5f £ L < 
50 B- 7 0 - 8 0 ■C©fiB»HS#«Et«fT , r * * Wb 



(11) 

19 

tt-J&Kl30~l 80'C. !!f$lX«60~l 20"C© 
[0052] *^Wtc JrS^B-fl8CCSET?tT^>. L> 

C005 3] &miicmh®miz»oys%<t*%w 

jtity. i!?DDlfU>, h y janif l/>ifctt 

t>S#y^b«:ttMa<bsi3&#. HJHb*3§fl£flH>£l£ 10 
[0054] *^{bCC^-r5«SS-fl3(C7y*JH%4 

mmz-imwatis^y >i>t tcitr vtr;w v 

[005 5] (IV) ©<b£^ 1 ***Si£ 

4LT0 .0 0 1-0 .2*Jk 5fSl/<«0 .0 1~0 . 

o 5*;UDfrcffli>&„ 

[0056] (VII) ©{b£% 1 

0**. Jf*b<«2 .0-2 .1* 20 

[0057] JURfttt-HlC- 3 0- 1 5 0-C. » * U 
< tt - 2 0 ~ 5 0 'CCDfiSffiffl-C^f 5 . 
[0058] jaWbU-ttfcttETff 5. 

MR<t»IIESA:»«£ («*.«0 .5-5^- 

[ 0 0 5 9 ] 1 0~1 5 0*C. J?*L<« 

2 0~ 1 0 0*C©fltt«HrfT5. *iS«-il${c^Er 

tf^. LftLtettzitc. frmmK$tcizm. (m 

«"0 .5~5^-JKO®H) "Cff UiWi. 30 

[0060] sfts««?g©iis«fc«-c 

*6. cn6©fc©cc«jf*L<BT;b*';^i7k^b 

a. *K{t#';9A*fctt*iMt'<'./9A 1 7^27 y& 
®&$mmz.a$mi- h y ■> a. y ? As/cttg? 

1- y^A^^-K th^Ai?7-h. * 

*y-)Al?7- hg/ciJtfy^A 

[006 1 ] J*«caT S S ttttl*#ft? 
7Jl>3-Jl>0i|;Uf j'*.''-*. i$y-Jk ^p/'C 

[0062]* tcm*ft®imm n y 7 ju* 50 



^1^6-329652 
20 

[0063] flH*#B?«H&K:0~l 80'C. $?*t< 

« 2 0 ~ 1 6 0 'c<Dus.mmv'ir 5 . 
[0064] -««:. tofrftmt%K-cn 5. 

*se>S/c jgEES/di^E (WltfO .5~5^-;i/) 

[006 53 »I*»JB*tf 5*§£. ^Sti-flJtexXf 
;H*Jl/£Sm4LT 1~3**. iff * U< (* 1 ~ 1 . 

[0066] T 5 ¥it/*H*7 5 hMb«-®(C±ia^ 
j£©io, »*L<«^i'aa^^>cfctf ^. ctt« 

y > . =mt y > * fc ttfcf b* y *4 ©SI55C «fc 0 

•So »*0<«. rSttib^K«y^i'o^+^u*Ji'^ 
y-rsK. N- Jb7i y^atoi/) -N' -x 

[0067) 75 F{kRO t ^^*T S FftttHKfC- 2 
0 ~ 8 0 U if * U < «- 1 0 ~ 3 0 'COSSffiHSO' 
^E-Ctf^. 

[0068] ±fa©i&»tcjjn*.. cnf>©sr£;«:js-rs 

A7i/f'jy>, DBU*/c(iDABCOr*<So 
[0069] tt»ia.3&*Xf^* 1 
miLTO .5-1 o*;u/i , Sf*b<«i~2*;u 
©g-C/1H>£. 

[007 0] ^^t>T 5 KfbKl^ffll/ff SMtteflBT 

•; i ?a > j^K^yfA. r**';ftii*fc«rA*y± 

*«*aMk««*«*BWb^ h !> fA*fcB*g!{b* >; 

■^a. w««sm«fy^>. hyx?^T5>. n 
?;u-f^ y y >. s ^>P9x tf 1 , 

5-yytftr->*n [3.4.0] y>-5-x> (DB 
n) ttcai ^-i/rWistn [3 .4.0] ^^97. 

-5-X> (DBU) r*^., ^K*y -5 A*SJfS b\.K 

[oo7i] m^ts.nmnti)^v>A 5 pfutas?^ 

-f5 K*/c«N- (3-W?*7S/^OtA) -N' - 
x?;b*ju^-f 5 K£KJg*/ctt#>i#-;Hb£lJae9 
x\itt}>\>#v->\>'s a s yv-;u$/c« 1 ,2-^*-9-v 

y^A{b^m«2 JfA-5-7i^-l ,2-** 

-y-'/y -5 a-3 -xji/.^*- h *ytl*jH*^a/<>*^* 
fc(J i' a a ¥® ^ v *fc«^*-y-7 ju* a 
y >^>-/ h y r •/ y ju**^-h y (^^ ^Jbr s 



(12) 

21 

t 6 if ifiSfll* tfh'JiW7i>SteliN 

-C©&{ fc ^ * > X;U * $ fctt i>-> £ a * ;U 
tfWS KSO'N-b Kn*->**i/W* Kr*4. 

[007 2] WS6»IRCF«*JW«HBMC»ier4** 
*;U*S*giUrO .5~3*Jk $f*0<tt 
1~ 1 .5*JU©ST*fflt,>-5„ 

[007 3] -«SC (II) ~W (ill) ©{b^iiStfO 
■c***>. */cttfiHfSnfc*ffiK:«fc»)«JiU»4. io 

[0 074] -m. (iv) ©{t£«Jtt<fc3i8£«:&&i-C 

*o. *irmtf-«a (x) 

[0 07 5] 
[fb2 5 ] 

R 22 -0C TH (X) 

[007 6] S*. R\ TRO'R ,, «±l2©^l»*W 
•f*. ©{b£^*±IE©i§&K&i>'«*© 1 J?£t,< 20 
«7-fe h >KO'£®# V $ A*?-!** (III) ©<b£ 

[0077] mmt-m. (x ) ©<t^ i 

£LT1~1 0*Jk »SL/<«1 .0-2 . l*;U©fi 
[ 0 0 7 8 ] JSf&«— JlStc: 3 0 ~ 1 OO'C, Sf$t<« 

40-80 •com.m&mmvmmz. 

[0 07 9] Hfi^ (VIII) . (DC) Rtf (X) ©{b£ 

[0080] -jss (v) m> (vi) ©fb^j{**atB 30 
^K&fcrc&O. ■ei,T±ie©:£8;{cj:*)SjSHf5. 
[008 1 ] (VII) ott&lfttiftStt&tc&fei 

[0082] *^Bjtc £z>it&mmw.m'j>£tMmm 

(pmn> cc±saaMb»©£fli*i$(ci!ifF-ra. c© 

•fe*©pi^ ox zmm c am p©±mc<t o <pft$ ns, 
[0083] se^t cft6©fe©«:iit^c>'tgtt©&S 

im*l»*f5fcft©jHflWWBl,S6. 40 
[0084] *«M(c J:4<b^«ff 3£ b < tt^ii©^ 
t4so'iitt©^ffi^^«mM. n>sa&. >-3»J». m 

A. Sit MRKftSE. W®m<D&ftRV 

&ttwi«b&©fi&*ai^»<i*«4>s tt * sue s-r 
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[0085] aitfrfe 

1. fchPMN©!!** 

[0 08 6] 2. ja®<fct-7y*uH£-f*>©FMLP 

»5n/c^s©Pi« 

S?*EJE (2.5X10' ml" 1 ) fcaSffiffiE^U-h©-} 
x)Kwel 1 ) #-C?Hd'a-AC ( 1 .2mg/m 
I) £ig£t/t„ *fW!iej:&fl:6ft%2'.'t**x** 
*->F (DMSO) tttife. {b&13jr§gtt2 .5n 
M~l 0*iM©ffiffl-C*'). DMSOiSS«^t©^x 
JU^-CO . l%v/vt«nfc. ?f-#-7->>b (5w 
gx m l" 1 ) (DWMk. -7l<-\-*:Zl'CX-Sftfmm 
Lfc. ;XCCfiFcbBK£4 xio-'M FMLP©85flnfCj: 
*)M®L. fUM«^Thermomaxi 
«BEf U - h »^S*-C©0 D , , . ©M&«C «fc 0 * h 

mbtc. fflj^*So fmaxSfr^itm^ci^A* 
fflt,>-Cft»Uc. 7"7>l"?*Jl/W2 0 0#(4©jaK{b 

[0087 ] aKfb&asEtt&ai o-cttssn/c : 

[0088] 

can 

[l- C(Rx-Rb)) ] *100 
((Ro-Rb)) 

[0 08 9] Rx=*^(C«fc5{b^t) ; &^tf'f XJW© 
» 

Rb=77>i")* **striiiMHitfmE{ftfltf*(f> 
©$ 

3. PMNat£AMP«ft<D«£ 

*^c«fc*fb^) i &4x i o-'M FMLP©^ttimr 

CC3 .7 x 1 0'PMN<tS«C3 TCVbftrHt&mbtc. 
6M, O.lmM EDTA£^t?9 6%v/vxi 
y-;Hti©l%v/v?gHC 1 ©Ss/JlItCA D /cA/fiH^ 
flfclBSttfc. feOftBfft. if ^-->H$iftfflffi£N 1 T 
•C%m?6£-CMM2it. -eUT4mMEDTA£gfr 
50mM MJ*/HC1 P H7 .4t£«Cff!Si§;*tf 
tc. Jfltt^cfWJS^AMPTgS^Ame r s ham I 
nternationel pi cK©3g3$AMP*g£ 
fc/CS#tfra£ffl<,>-CSiJ£Uc„ ^AMP?gJK=SrWM 
«S«5*^tySS^J©%i or^bL-fc. 

[0090] 

[*1] 



(13) 
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24 



30 



luM-C<0 [cAMP] <D%±M (Will 0 0) 



3 9 4 



[009 1 ] 4. PMN*^t>^f7-fO»«i 
PMN&iSjfc ( 1 0'»/m 1 ) (C*it?6x l 0® 

rm%&*Mitc. 'h-camp (saisao imM 

T&.U2 0 0 n C i ) OWtimxffllg. ( 1 0 0 u 1 ) 4* 
»9HC«fc *fc£»S fc«Bt»JWt*«: 3 7 *CT 5 tffffllg 
mbtc. 2 0 1 0 0 'C-C 4 5 ttNUHMtk? Z, CtK. 
£*)%£>*:®±3lttc. 5' 
■fe'l OOrngSrSlKflD;*.. *LTiW*3 7 ICC 1 5 
aWSSl/fc. Dowex AG-1 x (HW) 1 

> f -f > y *ff o fc. lUKdWinN 4 ©tt»K <fc •) 

[009 2] 5. KDFMLPUfSgft/d&t 

*;l>*».» MCOi^jUfcr MJ^A (40mg/ 
kg, i. p. ) -CJ8$£#>tt > -ec-CO^S^**? 
•Y7\>b- (5% w/v) 0.5ml RO n,! 1-HSA > 



* ( i u i /m» =&a»0/c ( i . v. ). 10#&. 
fmlp ( i o ug/mz.) zsm&frftic* t**S 

> (1 itg/SPffi) £1®. *LTW19W 
(Han k s) ^ffiffi^*©0 .2%DMSO v/ 
v 1 0 0 u 1 ] * 1 [slSfJ&CZEffll (^<t&!WS|S<i) tc 
10 fflWl/fc. 5#f£. IKlml/kg) SfcttKJ&JW 
(^a**©5 0%PEG 400 v/v. lml/ 
kg) £&^L/c ( i . v. ) . 1 0#&. I5I-<!)«5S 
©&T£Si£lt&EJ©£*t©Ii&II3I (£3«88«&) Cctf-p 
/c. *LTjk*K»48K-r*1«c{:*i6 

1 JM&/&/88W44 Otmt/c. FMLP/8irt3j{c*tL 

20 {jERJKW©«H#**©J:5K:iHH/A:: 
[0093] 
U*2] 



X%= 1- 



x 1 oo 



[0094] 
[*2] 



*lfeWNo. 




(mg/k g) 




30 


40. 0 


(1) 


30 



x u \ mm^mmmsuiL) J 

[0 09 8] FMLP/8M3»«:*fO'Cf#6ftS<u UWt 
©4 0©fiI©¥£jfC*t'f £Ma n n-Wh i t n e y 
U -SfWc «fc •) ttHtftfWr o fc. 
[0099] 



[009 5] 6. h©FMLPSS»3*ifc«J& [*3] 

£&(*35fllS©p. o. 

h (600~800g) £-£»f&3-tf. KB 
#J(1% Tylose w/v, 5ml/kg)Jfc 
B^ffl ( 1 0mg/kg ; 5m 1 /kg"C© 1% Ty 
1 o s e#2mg/m 1 ) £ffP8!HL. 4 0#f£tOK) 
igjs&'O h-K.rt/trh>* H 'J^A (4 0 mg/k g ; 
i. P. ) -cmBlL. •5-fr^>$5>X*-f^- 40 14 
(5% w/v) SO n,s I -HSA ( 1 uC \/m\) 
<DU&&0 .6 m 1 ZftMbtc ( i. v. ). 90» 
tt. MCBHirgi&FMLP (5 0yg/§Bft) £4o© 
SttotegpttCcaWl/ ( i . d. ). t^3f5>(lu 
g/8M4) RO'lSBJfiJ ( 1 0 0 u 1 . ">?xtMK8 
«*©1%DMS0 v/v) *JtK:20©^«tofcSP 
firftWLfc ( i. d. ) . 

[0096] tt«£itu ^orjii«%»ro-rsfltfK:i& 

[0097] &M&&RVtimtm±til'-? -ti^y* 50 



£*WNo. 




(m g/k g) 


30 


46 


(25) 



[0100] Sf«^«ttfb^tt^RStt©. #*tt©. 
^©iS^{C±ft©jg^©*5j0 .5~9 0Sfi%©iSS 

[oion ®mnm*.t£> m%t£f>tt%<fflRv/ 

[0102] <fc 0 (JigPS/ctt 



(14) 
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25 



26 



$3tf£/c&k:#j0 .001-10, #£0<tefa0 .0 
1^5mg/kgfl*C!>tt&«#U *t,TgDS4© 

Sg{c«ia:#*ttjKio.o i-25, »iu<tt0.i-i 
Omg/kg ftffiT? * z> c t aqrar * S £«W Lfc. 

[0105] c 6 r. jswcarafl*© 

PSftCCBar^>±IB(DS«, fcttJSfflff BCD io 

^JbEO«fWiJ:0*ft<rt+»'C**U -#ft 
Xfio&^cDtg^ ctt6<ofc<D£i BCtfc/c^T&lil 
[o i o 6 ] im 

I Sfc-fJkfflx^ 6:1 

II Six-f;l/:SKx^ 5:1 

III ftt&x-7~)V:gmx?-)l> 5:2 20 

IV ^9Da>^r>:^$y-Jl/ 95:5 

V i/^aa^^>:^^y-;l/ 9:1 
Vi */£uny£> 

DMF J/y^#*A7S K 

[0 10 7] 

2' -fc Ko**/-3-**V-4' - [fh7bFP-2H 
-f7>-2-^;U) '*>-tf>:/*>»pf*n,x 30 

[0 10 8] 
[ft2 8] 

O 

.OCH 3 



OH 

[0 10 9] 2' ,4' -i/fc Ka+5/-3-*+V^> 
•ff>^*>M>^x^^;l/2 0 .0 g (0.0 8 9* 
JU) ^^PD^^>/f F7t Ka77> (9 5 : 40 
5) 20 0mlRtf3,4-S/t FP-2H-tr5>9.2 
ml (0 . tejg»U *jH>Tp-h;l/x>*;U* 

>iiomg mmmzmuv 1 i$ra«#b 

/c e NaHCO 3 gi400ml4llflx t fftM&NI 
U ^LT*r3(iafc#b/c 0 Vttffi£Na,SO,«;B 

[0 1 1 0] iRffi: 1 3.4g (Ss&«i(D4 9%) 
Rf = 0 .55, I 

^JS^JlI 50 



[0111] 
Ht2 7] 




[0 112] «ffiS<D2,4-^t Kn*S/T-bh7*y 
>1 5 2.1 5g (1 .0*;U) Ktf«{t/<>^H 1 
8.9ml ( 1 .0*;l/) £7*: H>1 .2 »j y MUCjS 
Mb. RK*"J^A1 38g*fll*. 

**£*rWlU *0T^*^x**x-^;l*6 

[0 1 1 3] IRS: 1 97 g (8 1%) 
Rf = 0.8 2, III 
IUS09III 

6-^>^;u**^-3-^^;b-2- (4-y^-;u^>y>r 
;U) [b]77> 

[0 114] 
Hb2 8] 




[0115] ^«S(D4^>^^ + ^-2-b FP + 
S/-7-feh7*^>l 3 7 .7 g (0.4 7-tJl/) RO'co- 
^p*-4-^^Jl/T-feh7*y>l OOg (0.47* 
;!/) *K,CO, 6 5 gO^SET^-CT-fe h>7 0 0m 

i*raK«Tri2ieiH«»Lfc. &£«£&8<IU 

[0116]iRS:94g(56%) 
Rf = 0.6 3 % II 



^>y^) [b] 

[0117] 
[ft2 9] 




(15) 

27 

[Oil 8]|SiSWlIIfr6<D{t£«!3 9.1 g (0.1 
«rE3ttltKJR5 0 0 m 1 N-^D^t 
X*5/W5 K2 1 .5g (0.1 2*;l) £flDx., g£ 
MriSKft^W-Ol/O .3gti6IU -eUTMiS 

[0 119] iRS: 19.4g (4 1%) 
Rf = 0 .8, VI 

^mmvRvvi io 

6-^>^;i/t*^-2- (4-^^;u-<>v r ^;u) -3--< 
>!/7 7>-*;I/*+i/7Jl'7 s t F (V) 

[0 12 0] 

[ft3 0] 




[01211DMSO 6 Om 1 *©NaHCO, 1 
0 .4 g£7;U:n>~pCl 5 0 # CfCjUJ»Lfc o DM SO 

6 Om l «c«)i?bfce-^>^u**^-3-^a ; &-y 
^;U_2_ (w^'O^Z-ou) [b] 7 5> 
7 .0 g (16 5 * l»fiW«cft!iLfc. 1 5 0 

•crista, fi^»**±«cttfif % n^rwii^ji/ 

/yx^x-f-jl, (1:1) rSHMULfc. W^ffl 
*H,0-C21L NaC l jgsrc l irafei* u ^GTM 30 
*so«±rie«bfc. &$£K£*-ci£*u -eur 

Slffi* * a v h 9 v v a- CC <fc 0 fflli Lfc. 
[0 1 22] JKS: 5 .4 g (9 1%) 
Rf = 0 .74, VI 

(4-y*;i^>*/-oi/) ^>*7 [b] (VI) * 
[0 12 3] 

[ft3 1 ] 40 
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